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- The MAILING DATE of this communication appears on the cover sheet with the correspondence address - 
Period for Reply 



A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE 3 MONTH (S) FROM 
THE MAILING DATE OF THIS COMMUNICATION. 

- Extensions of time may be available under the provisions of 37 CFR 1 .136(a). In no event, however, may a reply be timely filed 
after SIX (6) MONTHS from the mailing date of this communication. 

- If the period for reply specified above is less than thirty (30) days, a reply within the statutory minimum of thirty (30) days will be considered timely. 

- If NO period for reply is specified above, the maximum statutory period will apply and will expire SIX (6) MONTHS from the mailing date of this communication. 

- Failure to reply within the set or extended period for reply will, by statute, cause the application to become ABANDONED (35 U.S.C. § 133). 

- Any reply received by the Office later than three months after the mailing date of this communication, even if timely filed, may reduce any 
earned patent term adjustment. See 37 CFR 1.704(b). 

Status 

1)D Responsive to communication(s) filed on . 

2a)[x] This action is FINAL. 2b)D This action is non-final. 

3) D Since this application is in condition for allowance except for formal matters, prosecution as to the merits is 

closed in accordance with the practice under Ex parte Quayle, 1 935 CD. 1 1 , 453 O.G. 213. 
Disposition of Claims 

4) [x] Claim(s) 35-50 is/are pending in the application. 

4a) Of the above claim(s) is/are withdrawn from consideration. 

5) Q Claim(s) is/are allowed. 

6) D Claim(s) is/are rejected. 

7) D Claim(s) is/are objected to. 

&*)□ Claim(s) are subject to restriction and/or election requirement. 

Application Papers 

9)D The specification is objected to by the Examiner. 

10)Q The drawing(s) filed on is/are: a)Q accepted or b)D objected to by the Examiner. 

Applicant may not request that any objection to the drawing(s) be held in abeyance. See 37 CFR 1.85(a). 
11 )□ The proposed drawing correction filed on is: a)Q approved disapproved by the Examiner. 

If approved, corrected drawings are required in reply to this Office action. 

12) D The oath or declaration is objected to by the Examiner. 
Priority under 35 U.S.C. §§119 and 120 

13) Q Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 119(a)-(d) or (f)- 

a)dAII b)D Some*c)D None of: 

1 Certified copies of the priority documents have been received. 

2. D Certified copies of the priority documents have been received in Application No. . 

3. D Copies of the certified copies of the priority documents have been received in this National Stage 

application from the International Bureau (PCT Rule 17.2(a)). 
* See the attached detailed Office action for a list of the certified copies not received. 

14) D Acknowledgment is made of a claim for domestic priority under 35 U.S.C. § 1 19(e) (to a provisional application). 

a) □ The translation of the foreign language provisional application has been received. 

15) 1EI Acknowledgment is made of a claim for domestic priority under 35 U.S.C. §§ 120 and/or 121. 
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Art Unit: 1634 

DETAILED ACTION 

Location of Application 

1 . The location of the subject application has changed. The subject application is now 
located in Workgroup 1630, Art Unit 1634, and has been assigned to Primary Examiner Bradley 
L. Sisson. 



Specification 

2. The title of the invention is not descriptive. A new title is required that is clearly 
indicative of the invention to which the claims are directed. 

3. The disclosure is objected to because of the following informalities: The specification 
does not reflect the current status of cited and/or related applications. 

Appropriate correction is required. 

Claim Rejections - 35 USC § 112 

4. The following is a quotation of the first paragraph of 35 U.S.C. 112: 

The specification shall contain a written description of the invention, and of the manner and process of making 
and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the art to which it 
pertains, or with which it is most nearly connected, to make and use the same and shall set forth the best mode 
contemplated by the inventor of carrying out his invention. 

5. Claims 35-50 are rejected under 35 U.S.C. 1 12, first paragraph, as containing subject 
matter which was not described in the specification in such a way as to enable one skilled in the 
art to which it pertains, or with which it is most nearly connected, to make and/or use the 
invention. As set forth in Enzo Biochem Inc., v. Calgene, Inc. (CAFC, 1999) 52 USPQ2d at 
1135, bridging to 1136: 
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To be enabling, the specification of a patent must teach those skilled in the art 
how to make and use the full scope of the claimed invention without 'undue 
experimentation.' " Genentech, Inc. v. Novo Nordisk, A/S, 108 F.3d 1361, 1365, 
42 USPQ2d 1001, 1004 (Fed. Cir. 1997) (quoting In re Wright, 999 F.2d 1557, 
1561, 27 USPQ2d 1510, 1513 (Fed. Cir. 1993)). Whether claims are sufficiently 
enabled by a disclosure in a specification is determined as of the date that the 
patent application was first filed, see Hybritech, Inc. v. Monoclonal Antibodies, 
/wc, 802 F.2d 1367, 1384, 23 1 USPQ 81, 94 (Fed. Cir. 1986).... We have held 
that a patent specification complies with the statute even if a "reasonable" amount 
of routine experimentation is required in order to practice a claimed invention, but 
that such experimentation must not be "undue." See, e.g., Wands, 858 F.2d at 
736-37, 8 USPQ2d at 1404 ("Enablement is not precluded by the necessity for 
some experimentation . . . However, experimentation needed to practice the 
invention must not be undue experimentation. The key word is 'undue,' not 
'experimentation.' ") (footnotes, citations, and internal quotation marks omitted). 
In In re Wands, we set forth a number of factors which a court may consider in 
determining whether a disclosure would require undue experimentation. These 
factors were set forth as follows: (1) the quantity of experimentation necessary, 
(2) the amount of direction or guidance presented, (3) the presence or absence of 
working examples, (4) the nature of the invention, (5) the state of the prior art, (6) 
the relative skill of those in the art, (7) the predictability or unpredictability of the 
art, and (8) the breadth of the claims. Id. at 737, 8 USPQ2d at 1404. We have 
also noted that all of the factors need not be reviewed when determining whether 
a disclosure is enabling. See Amgen, Inc. v. Chugai Pharm. Co., Ltd., 927 F.2d 
1200, 1213, 18 USPQ2d 1016, 1027 (Fed. Cir. 1991) (noting that the Wands 
factors "are illustrative, not mandatory. What is relevant depends on the facts."). 

6. As presently worded, one must correlate any, and potentially all variations of a nucleic 

acid sequence with some trait, even if there is no trait to which the variation is to be correlated. 

The claims also encompass the analysis of non-conserved regions of introns as well as 

amplification of introns that have not been associated with any allele or where no variation in 

introns has been correlated with an allele. The specification, at page 8, states in part: 

The method comprises amplifying genomic DNA with a primer pair that spans an intron 
sequence and defines a DNA sequence in genetic linkage with an allele to be detected . 
Primer sites are located in conserved regions in the introns or exons bordering the intron 
sequence to be amplified . The primer-defined DNA sequence contains a sufficient 
number of intron sequence nucleotides to characterize the allele. (Emphasis added.) 
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The presently claimed method, however, does not require such preexisting genetic linkage or the 

use of primers in conserved regions of introns or exons. 

7. At page 7 of the specification it is taught that: 

The amplified DNA sequence is analyzed to detect the presence of a genetic variation in 
the amplified DNA sequence such as a change in the length of the sequence, gain or loss 
of a restriction site or substitution of a nucleotide. The variation is characteristic of the 
allele to be detected. (Emphasis added.) 

In contrast, the claimed method does not require any preexisting characterization between an 

allele and a variation. As presently worded, no requirement is placed against the primer pair that 

is used to amplify the non-coding region of genomic DNA (see claim 1). In support of this 

position, attention is directed to Claim 1, step a) which reads: 

"a) amplifying a non-coding region of genomic DNA to produce an amplified DNA sequence." 

In contrast, the specification sets forth two requirements that must be met for the selection and 

use of primers. As stated at page 18: 

When the amplified DNA sequence does not include all or a portion of an intron adjacent 
to the variable exonfsl the sequence must also satisfy a second requirement. The 
amplified sequence must be sufficiently close to the variable exonfs) to 
exclude recombination and loss of linkage disequilibrium between the amplified 
sequence and the variable exon(s). This requirement is satisfied if the regions of the 
genomic DNA are within about 5 Kb, preferably Within about 4 Kb, most preferably 
within 2 Kb of the variable exon(s). 

The specification does not set forth a repeatable procedure whereby any variation in any introns 
in DNA from any source, be it human, herbivore, carnivore, fowl, insect, plant, microbe, etc., 
could be "analyzed" to the fullest extent of the claims. In order to practice a generic method of 
analysis, one must be in possession of reagents or starting materials and reaction conditions that 
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would allow for the generic application of the claimed method. A review of the disclosure fails 
to locate such requisite starting materials. 

8. The specification has been found to set forth eight examples, however, the examples do 
not enable the claimed invention. The examples provided are: 

a. Example 1, forensic testing, pages 79-81; 

b. Example 2, Paternity testing, pages 8 1 -83; 

c. Example 3, Analysis of the HLA DQA1 Locus, pages 84-89; 

d. Example 4, Analysis of the HLA DQA1 Locus, pages 89; 

e. Example 5, DQA1 Allele-Specific Amplification, page 90; 

f. Example 6, Detection of Cystic Fibrosis, pages 90-91 ; 

g. Example 7, Analysis of Bovine HLA Class I, pages 91-92; and 

h. Example 8, Preparation of Primers, pages 92-94 



i. 


A locus-specific primers; 


ii. 


B locus-specific primers; 


in. 


C locus-specific primers; 


iv. 


Class I locus-specific primers; 


v. 


DQAI locus-specific primers; 


vi. 


DRA locus-specific primers; 


vii. 


DRB locus-specific primers; 


viii. 


DQB locus-specific primers; 


ix. 


DQB1 locus-specific primers; and 


X. 


DPB1 locus-specific primers. 
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As seen above, all of the examples and starting materials relate to the use and analysis of the 
HLA locus. Indeed, page 2, first full paragraph of the disclosure states that the subject 
application is entitled "Improved HLA Typing Method and Reagents Therefore." Example 6 
most closely relates to the claimed invention and then it is seen that the disclosed method 
requires the performance of method steps not recited in claim 35 (id est, digestion with specific 
restriction endonucleases and separation of fragments via electrophoresis in a gel) and does not 
disclose the method steps recited in other claims, such as claims 40, 42, and 43- the use of a 
probe to hybridize to the amplicons. 

It is well settled that in order to enable a method one must set forth the starting materials as well 

as reaction conditions. To do otherwise would require the public to resort to undue 

experimentation. In support of this position attention is directed to the decision in Genentech v. 

Novo Nor disk A/S 42 USPQ2d 1001: 

" '[T]o be enabling, the specification of a patent must teach those skilled in the 
art how to make and use the full scope of the claimed invention without undue 
experimentation.' In re Wright 999 V 2d 1557, 1561, 27 USPQ2d 1510, 1513 
(Fed. Cir. 1993); see also Amgen Inc. v. Chugai Pharms. Co., 927 F. 2d 1200, 
1212, 18 USPQ2d 1016, 1026 (Fed Cir. 1991); In re Fisher, 427 F. 2d 833, 166 
USPQ 18, 24 (CCPA 1970) ('[T]he scope of the claims must bear a reasonable 
correlation to the scope of enablement provided by the specification to persons of 
ordinary skill in the art.'). 

"Patent protection is granted in return for an enabling disclosure of an invention, 
not for vague intimations of general ideas that may or may not be workable. See 
Brenner v. Manson, 383 U.S. 519, 536, 148 USPQ 689, 696 (1966) (starting, in 
context of the utility requirement, that ( a patent is not a hunting license. It is not a 
reward for the search, but compensation for its successful conclusion.') Tossing 
out the mere germ of an idea does not constitute enabling disclosure. While every 
aspect of a generic claim certainly need not have been carried out by an inventor, 
or exemplified in the specification, reasonable detail must be provided in order to 
enable members of the public to understand and carry out the invention. 
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"It is true . . . that a specification need not disclose what is well known in the art. 
See, e.g., Hybritech, Inc. v. Monoclonal Antibodies, Inc., 802 F.2d 1367, 1385, 
231 USPQ 81, 94 (Fed. Cir. 1986). However, that general, oft-repeated statement 
is merely a rule of supplementation, not a substitute for a basic enabling 
disclosure. It means that the omission of minor details does not cause a 
specification to fail to meet the enablement requirement. However, when there is 
no disclosure of any specific starting material or any of the conditions under 
which a process can be carried out, undue experimentation is required; there is a 
failure to meet the enablement requirement that cannot be rectified by asserting 
that all the disclosure rel ated to the process is within the skill of the art. It is the 
specification, not the knowledge of one skill in the art, that must supply the novel 
aspects of an invention in order to constitute adequate enablement. This 
specification provides only a starting point, a direction for further research. 
(Emphasis added) 

9. In the present case applicant has identified reagents that have been used in the analysis of 
human DNA for the presence of a restriction fragment length polymorphism that has been 
associated with cystic fibrosis. No other reagents are shown to be useful in the identification of 
any other "genetic variation" in a human, much less any and all other life forms. 

10. For the above reasons, and in the absence of convincing evidence to the contrary, the 
claims are rejected under 35 USC 112, first paragraph, as not being enabled by the disclosure. 



Double Patenting 

1 1 . The nonstatutory double patenting rejection is based on a judicially created doctrine 
grounded in public policy (a policy reflected in the statute) so as to prevent the unjustified or 
improper timewise extension of the "right to exclude" granted by a patent and to prevent possible 
harassment by multiple assignees. See In re Goodman, 1 1 F.3d 1046, 29 USPQ2d 2010 (Fed. 
Cir. 1993); In re Longi, 759 F.2d 887, 225 USPQ 645 (Fed. Cir. 1985); In re Van Ornum, 686 
F.2d 937, 214 USPQ 761 (CCPA 1982); In re Vogel, 422 F.2d 438, 164 USPQ 619 (CCPA 
1970);and, In re Thorington, 418 F.2d 528, 163 USPQ 644 (CCPA 1969). 

A timely filed terminal disclaimer in compliance with 37 CFR 1.321(c) may be used to 
overcome an actual or provisional rejection based on a nonstatutory double patenting ground 
provided the conflicting application or patent is shown to be commonly owned with this 
application. See 37 CFR 1.130(b). 

Effective January 1 , 1 994, a registered attorney or agent of record may sign a terminal 
disclaimer. A terminal disclaimer signed by the assignee must fully comply with 37 
CFR 3.73(b). 
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12. Claims 35-50 are rejected under the judicially created doctrine of double patenting over 
claims 1-36 of U. S. Patent No. 5,612,179 since the claims, if allowed, would improperly extend 
the "right to exclude" already granted in the patent. 

13. The subject matter claimed in the instant application is fully disclosed in the patent and is 
covered by the patent since the patent and the application are claiming common subject matter, 
as follows: The claims of the patent are drawn to a species encompassed by the generic claims of 
the subject application. 

1 4. Furthermore, there is no apparent reason why applicant was prevented from presenting 
claims corresponding to those of the instant application during prosecution of the application 
which matured into a patent. See In re Schneller, 397 F.2d 350, 158 USPQ 210 (CCPA 1968). 
See also MPEP § 804. 

Claim Rejections - 35 USC §102/103 

15. The following is a quotation of the appropriate paragraphs of 35 U.S. C. 102 that form the 
basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless — 

(b) the invention was patented or described in a printed publication in this or a foreign country or in public use or 
on sale in this country, more than one year prior to the date of application for patent in the United States. 



16. The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set forth in 
section 102 of this title, if the differences between the subject matter sought to be patented and the prior art are 
such that the subject matter as a whole would have been obvious at the time the invention was made to a person 
having ordinary skill in the art to which said subject matter pertains. Patentability shall not be negatived by the 
manner in which the invention was made. 
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17. The factual inquiries set forth in Graham v. John Deere Co., 383 U.S. 1, 148 USPQ 459 
(1966), that are applied for establishing a background for determining obviousness under 35 
U.S.C. 103(a) are summarized as follows: 

1 . Determining the scope and contents of the prior art. 

2. Ascertaining the differences between the prior art and the claims at issue. 

3 . Resolving the level of ordinary skill in the pertinent art. 

4. Considering objective evidence present in the application indicating obviousness or 

nonobviousness. 

18. Claims 35-50 are rejected under 35 U.S.C. 102(b) as anticipated by or, in the alternative, 
under 35 U.S.C. 103(a) as obvious over Frossard. 

19. The subject application claims benefit of priority through continuing and divisional 
applications to US Serial No. 07/465,863, filed 16 January 1990, which is a CIP of Serial No. 
07/405,499, filed 11 September 1989, which is a CIP of Serial No. 07/398,217, field 25 August 
1989. While the subject application makes a claim to priority going back to August of 1989 
(supra), priority has been granted only to 16 January 1990. Accordingly, the Frossard patent 
constitutes 1 02(b)-type art. 

20. For purposes of examination, the claimed method has been interpreted as encompassing 
any method of identifying one or more genetic variations in a genomic DNA sample. Frossard, 
column 4, teaches explicitly of isolating genomic DNA from cells. Said genomic DNA is 
considered to comprise non-coding regions that are in genetic linkage with a genetic locus. At 
column 4, bridging to column 5, the use of probes to detect one or more genetic variations in the 
DNA sample. Frossard also teach in detail how probes can be used to not only detect the 
different alleles of apolipoprotein, but which mutations correlate with various disorders. Such a 
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showing is considered to anticipate the claimed method for characterizing a coding region allele 
or haplotype of a multi-allelic genetic locus. 

Conclusion 

21. This is a continuation of applicant's earlier Application No. 09/070497. All claims are 
drawn to the same invention claimed in the earlier application and could have been finally 
rejected on the grounds and art of record in the next Office action if they had been entered in the 
earlier application. Accordingly, THIS ACTION IS MADE FINAL even though it is a first 
action in this case. See MPEP § 706.07(b). Applicant is reminded of the extension of time 
policy as set forth in 37 CFR 1 .136(a). 

22. A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within TWO 
MONTHS of the mailing date of this final action and the advisory action is not mailed until after 
the end of the THREE-MONTH shortened statutory period, then the shortened statutory period 
will expire on the date the advisory action is mailed, and any extension fee pursuant to 37 

CFR 1. 136(a) will be calculated from the mailing date of the advisory action. In no, however, 
event will the statutory period for reply expire later than SIX MONTHS from the mailing date of 
this final action. 

23. Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Bradley L. Sisson whose telephone number is (703) 308-3978. 
The examiner can normally be reached on 6:30 a.m. to 5 p.m., Monday through Thursday. 



Application/Control Number: 10/005,626 



Page 1 1 



Art Unit: 1634 

24. If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Gary Benzion can be reached on (703) 308-1 1 19. The fax phone numbers for the 
organization where this application or proceeding is assigned are (703) 872-9306 for regular 
communications and (703) 872-9307 for After Final communications. 

25. Any inquiry of a general nature or relating to the status of this application or proceeding 
should be directed to the receptionist whose telephone number is (703) 308-0196. 




Bradley L. Sisson 
Primary Examiner 
Art Unit 1634 



BLS 

March 25, 2003 



